




2 PROTOCOL SYNOPSIS

Title

CFTR

Brief Title
CFTR

Clinical Phase and 
Clinical Study Type 

Objectives

CFTR

CFTR

Endpoints Part 1 Endpoints

Part 2 Endpoints







IDMC Reviews



3 SCHEDULE OF ASSESSMENTS

Table 3-1 Study VX15-770-123: Screening

Event/Assessment
Screening Period 

(Day -28 to Day -1)a

CFTR

CFTR G551D, G178R, S549N, S549R, G551S, 
G1244E, S1251N, S1255P, G1349D CFTR

CFTR
CFTR

Subjects who have been randomized and whose screening genotype does not confirm study eligibility must be 
discontinued from the study
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5 INTRODUCTION

5.1 Overview of Cystic Fibrosis 

CFTR

CFTR CFTR 

F508del-CFTR F508del

G551D-CFTR

CFTR
G551D CFTR

CFTR CFTR

5.2 Overview of Ivacaftor



G551D R117H
CFTR

G551D-CFTR

CFTR G1244E, G1349D, G178R, G551S, S1251N, 
S1255P, S549N, S549R. 

CFTR

5.3 Rationale for Present Study

CFTR
G551D-CFTR

G551D 



G551D

F508del

6 STUDY OBJECTIVES

6.1 Primary Objective  

CFTR

6.2 Secondary Objectives
CFTR

7 STUDY ENDPOINTS

7.1 Part 1
7.1.1 Primary Endpoint





8 STUDY DESIGN

8.1 Overview of Study Design

CFTR
 G551D, G178R, S549N, S549R, G551S, G1244E, S1251N, S1255P, G1349D





o

Maintenance of Stable Medication Regimen for CF:

8.1.1 Screening Period

8.1.1.1 Repetition of Screening Period Assessments



8.1.1.2 Rescreening

8.1.1.3 Extension of Screening Period Window

8.1.2 Part 1: Treatment Period 1 (8 Weeks)

8.1.3 Part 1: Washout Period (8 Weeks)

8.1.4 Part 1: Treatment Period 2 (8 Weeks)



8.1.5 Part 2: Open-label Period

8.1.6 Follow-up Telephone Contact

8.1.7 Early Termination of Treatment



8.1.8 Safety Follow-up Visit

8.1.9 Independent Data Monitoring Committee

8.2 Rationale for Study Design and Study Drug Regimens
8.2.1 Study Design

CFTR  G551D, G178R, S549N, S549R, G551S, G1244E, 
S1251N, S1255P, G1349D.

G551D 











9.2 Exclusion Criteria

9.3 Prior and Concomitant Medications

9.4 Removal of Subjects in the Study



will be

will be

may be



9.5 Replacement of Subjects

10 STUDY DRUG ADMINISTRATION AND MANAGEMENT

10.1 Preparation and Dispensing

10.2 Administration



10.3 Method of Assigning Subjects to Treatment Groups
Part 1

Part 2

10.4 Dose Modification for Toxicity

10.5 Packaging and Labeling

10.6 Study Drug Supply, Storage, and Handling



Table 10-1 Identity of Study Drugs

Dosage Packaging
Formulation/
Route of Administration Storage Condition

10.7 Drug Accountability

10.8 Disposal, Return, or Retention of Unused Drug

10.9 Compliance 



10.10 Blinding and Unblinding
10.10.1 Blinding

10.10.2 Unblinding











11.5 Safety

11.5.1 Adverse Events

11.5.2 Clinical Laboratory Assessments



Table 11-1 Safety Laboratory Test Panels 
Serum Chemistry Hematology Urinalysisa

Liver Function Tests

Coagulation Studiesa

CFTR Genotype

CFTR G551D, G178R, S549N, 
S549R, G551S, G1244E, S1251N, S1255P, G1349D CFTR .

Mandatory Liver Function Testing: 



Study Drug Interruption or Discontinuation Due to Elevated Liver Function Test 
Parameters:

must be interrupted

subject must be 
discontinued from the study

Additional Evaluations: 

11.5.3 Physical Examinations and Vital Signs



11.5.4 Electrocardiograms

11.5.5 Contraception and Pregnancy

11.5.6 Ophthalmologic Examinations



12 STATISTICAL AND ANALYTICAL PLANS

12.1 Sample Size and Power

Table 12-1 Sample Size Calculation Corresponding to Different Values of Treatment 
Effect on Lung Clearance Index Change-From-Predose

Treatment Effect (points) on LCI
Change From Study Baseline

Standard Deviation of Paired 
Treatment Difference in LCI Change 

From Study Baseline N 

12.2 Analysis Sets
Full Analysis Set G551D, G178R, 

S549N, S549R, G551S, G1244E, S1251N, S1255P, G1349D

Safety Set



12.3 Statistical Analysis

CFTR

12.3.1 General Considerations

Continuous variables

Categorical variables
Baseline:

12.3.2 Background Characteristics



12.3.2.1 Subject Disposition

12.3.2.2 Demographics and Baseline Characteristics

12.3.2.3 Prior and Concomitant Medications

12.3.2.4 Study Drug Exposure and Compliance

12.3.3 Part 1 Efficacy Analysis 
12.3.3.1 Analysis of Primary Variable





12.3.5.1 Adverse Events

12.3.5.2 Clinical Laboratory Assessments

12.3.5.3 Vital Signs



12.3.5.4 Physical Examination

12.3.5.5 Other Safety Analysis

12.3.6 Interim and IDMC Analyses

13 PROCEDURAL, ETHICAL, REGULATORY, AND ADMINISTRATIVE 
CONSIDERATIONS

13.1 Adverse Event and Serious Adverse Event Documentation, Severity 
Grading, and Reporting

13.1.1 Adverse Events
13.1.1.1 Definition of an Adverse Event

13.1.1.2 Clinically Significant Assessments



13.1.1.3 Documentation of Adverse Events

o

13.1.1.4 Adverse Event Severity



Table 13-1 Grading of AE Severity
Classification Definition
Mild (Grade 1)
Moderate (Grade 2)
Severe (Grade 3)
Life-threatening (Grade 4)

13.1.1.5 Adverse Event Causality

Table 13-2 Classifications for AE Causality
Classification Definition
Related

Possibly related

Unlikely related

Not related

13.1.1.6 Study Drug Action Taken

Table 13-3 Classifications for Study Drug Action Taken With Regard to an AE 
Classification Definition
Dose not changed
Dose reduced
Drug interrupted
Drug withdrawn
Not applicable



13.1.1.7 Adverse Event Outcome

Table 13-4 Classifications for Outcome of an AE 
Classification Definition
Recovered/Resolved
Recovered/ Resolved 
With Sequelae
Not Recovered/Not 
Resolved (Continuing)
Fatal

Unknown

13.1.1.8 Treatment Given

13.1.2 Serious Adverse Events
13.1.2.1 Definition of a Serious Adverse Event





13.2 Administrative Requirements
13.2.1 Ethical Considerations

13.2.2 Subject Information and Informed Consent

13.2.3 Investigator Compliance

13.2.4 Access to Records



13.2.5 Subject Privacy

13.2.6 Record Retention

13.2.7 Study Termination



13.3 Data Quality Assurance

13.4 Monitoring

13.5 Electronic Data Capture 





14 REFERENCES

CFTR

G551D



G551D-CFTR





Pseudomonas 
aeruginosa

Pseudomonas aeruginosa

Burkholderia dolosa

Pseudomonas aeruginosa

,



Pseudomonas aeruginosa





15.2 Investigator Signature Page

CFTR


